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CLAIMS 



A compound of general Formula I 



R1 

Y^R3 
R4 



(I) 



or a pharmaceutical^ acceptable salt or solvate thereof, or a solvate of such a salt, 
wherein 
Ri represents, 

Cj-Ce alkyl, subs^uted with one or more basic groups such as amino, amidino and/or 
10 guanidino; 

cycloalkyl, substitutedN^ith one or more basic groups such as amino, amidino and/or 
guanidino; 

heterocyclyl, containing at teast one nitrogen atom; 
heterocyclyl, containing at least one hetero atom selected from S or O, 
15 and substituted with one or more\£>asic groups such as amino, amidino and/or 

guanidino; 

or aryl, substituted with one or more tysic groups such as amino, amidino and/or 
guanidino, 

R 2 represents H, acyl acylamino, alkyl, alkylckbamoyl, alkylthio, alkoxy, aroyl, 
20 aroylamino, aryloxy, arylthio, amidino, aminb, aryl, carbamoyl, carboxy, cyano, 

cycloalkyl, formyl, guanidino, halogen, heterocyclyl, hydroxy, oxo, nitro, thiol, Z 2 N- 
CO-0-, ZO-CO-NZ- or Z 2 N-CO-NZ- group, 
R 3 represents COOR 5 , SO(OR 5 ), S0 3 R 5 , P=0(OR 5 ) 2 , B(^R 5 ) 2 , P=OR 5 (OR 5 ), or tetrazole, 
or any carboxylic acid isostere, 
25 R 4 represents SH, S-CO-C r C 6 alkyl or S-CO-aryl, 
R 5 represents H, C\-Ce alkyl or aryl, 
R<$ represents H or C|-C6 alkyl, 

X represents O, S, SO, S0 2} C(Z) 2 , N(Z), NR 6 S0 2 , S0 2 NR 6 , NR 6 CO\)r CONR 6 , 
Y represents C(Z) 2 , 
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^ • Wsen* independent,, H, C,-C s «>M. aryl, c,doa, k yl or he,ero=yc,yl. 

^ Ae compound accord^ <o Cm .. - . pr— ,ca,l, accepra* saH „, soWare 

theredf, or a solvate of such a salt, 
5 whereir 

R ' — d * one o, more oasie 8 ro»p S »* a, ammo, amrdrno and,. 

guanidino; 

heterocycV containing at least one nitrogen atom; 

or aryl , JL one or more ^ groups sue, as ammo, amrdmo and/or 

guanidino; \ , . 

* represents H acyl ,\ylamino, alkyl, alkylcarbamoyl, alkylth.o, alkoxy, aroyl, 

eylalkyl, fonnyl, glidino, halogen, heterocyclyl, hydroxy, oxo, nnro, truol, Z 2 N 
C0-0-, ZO-CO-NZ- or\ 2 N-CO-NZ- group, 
R 3 represents COOR5, 

R, represents SH, S-CO-C-qW or S-CO-aryl, 
20 R 5 represents H,C r C 6 alkyl or ar\l, 
R 6 represents H or C,-C 6 alkyl, \ 

X represent O, S. SO, SO, C<Z> ; , <\z), NWC SftNfc. or CONRe, 

Y represents C(Z)2, \ . 

Z repress .ndependenUy H, C,-C 6 alkW cyclo*. or heterocyc,,,. 

" ^ecompoundaccordmgroc.aim , or \r a pharmaceu.caUy accep* S aU or 
solvate thereof, or a solvate of such a salt, 
wherein 

guanidino; \ 
heterocyclyl, containing at least one nitrogen atom\ 
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' heterocyclyl, containing at least one hetero atom selected from S or O, and subsUtut/d 

(I 1 with one or more basic groups such as amino, amidino and/or guanidino; 

R 2 represents H, C-C, alkyl, amino, halogen, hydroxy, 
R 3 represents COOR5, 
5 R 4 represents SH, S-CO-C,-C 6 alkyl or S-CO-aryl, 
R 5 represents H, C,-C 6 alkyl or aryl, 
X represents C(Z)i, 
Y represents C(Z)2, 

Z represents independently H or Q-C* alkyl. 

4. The compound according ,o any prevrous claim, or a pha/aceuucally acceptable sal, or 

solvate thereof, or a solvate of such a salt, 
wherein 

R { represents, / 

cycloalkyl, subsumred wi.h one or more ba^groups such as amino, amrd.no and/or 

guanidino; / 
heterocyclyl, containing at least one nj/ogen atom; 

R 2 represents H, F, or C t alkyl, 

R 3 represents COOR5, 

20 R4 represents SH, S-CO-C r C 6 alta/f or S-CO-aryl, 
R 5 represents H, d-C 6 alkyl or^ryl, 
X represents C(Z)2, 
Y represents C(Z>2, 

Z represents independ^tly H or C r C 6 alkyl 
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5. The compounding to any previous claim, or a pharmaceutical* acceptable salt or 
solvate thereof a solvate of such a salt, wherein 
R, represen/cyclopentyl, pyridyl, pyrimidinyl, piperidinyl or thiazolyl, 
R 2 repres/nts H, F, or Ci alkyl, 
R 3 represents COOR5, 
Represents SH, 
I5 represents H, 
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.represents CHZ, 
Y represents CHZ, 

Z represents independently H or Ci-Qs alkyl. 



tion of a compound according to any one of claims 1-5, 



5 6 A process for the preparatic 

wherein rV„ U and V are as defmed in Cata 1 and X , Cffl, and R, is H. c„mpr,s,n g 

the step of; 

reacting a compound of Formula VI, 



x' R1 

Y^R3 



(VI) 



10 wheremR^andvA"^^ 
Formula DC, 

R 5-SH (IX) 

wherern R, is a su,<* protecting, such - Ac, Bz, PMB or B„, aione or in the 
B presence of a suit* base, such asW, NaH or famine or aiternafvel, ,n ,he 
presence of a free-radtca! .nitiator, sucLs AIBN under standard condtuons. 

7 A process for ,he preparation of a corAnd according to an, one of data 1-5, 
wherein R„ R>. R„ and U - as defined ,n\i m 1 and V is CH 2 and X , 0, S, C,Z, 2 , or 

2 o N(Z), comprising the step of: 

reacting a compound of Formula XIV, 



R1 

X^R2 
OH 



(XI> 
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wherein R ( , R 2 , and R3 are as defined in claim 1 and X is 0, S, C(Z)2, or N(Z), with/a 
compound of general Formula IX, 

R5— SH (IX) 

wherein R 5 is a suitable protecting group, such as Ac or Bz, in the pre^nce of a suitable 
5 reagent, such as PPI13/DIAD, under standard conditions. 

8. A process for the preparation of a compound according to^ny one of claims 1-5, 
wherein R { , R 2 , R3, R4, and Y are as defined in claim 1 sjfti X is NReCO, or NR 6 S0 2 
comprising the step of: 
10 reacting a compound of the general Formula XV, 



R6HfvL/R2 

Y^RS 
I 

SR5 



(XV) 



15 



wherein R 2 , R3, R& and Y are as/defined in claim 1 and R5 is a suitable protecting group, 
such as Ac, Bz, PMB or Bn, jvith a compound of the general Formula XVI, 



R1-X 



(XVI) 



wherein Ri is as defined for in claim 1 and X is COOH or S0 2 C1 in the presence of 
suitable coupling reagents, such as PyBOP/DIPEA, DCC/HOBt, EDC/TEA/DMAP or 
pyridine, untfer standard conditions. 



20 9. A pharmaceutical formulation containing a compound according to any one of claims 1 
to 5rss active ingredient in combination with a pharmaceutically acceptable adjuvant, 
liluent or carrier. 



10. The use uf a Lumpound according to any one of claimo 1 to 5 in therapy . 
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, , . The use of a compound accord^r^^ 

„ A method for treatment or prophyto of co„d.tions assoc,a,ed wuh rnhibuion of 

j^-^^--«^-* ,ta4i * ,,,!,o '* ,n " w - 

, 3 a P — ** ~ in ,he ,reamen ' ° r proph,iax,s : f c Tri 

LsleX*'™ of carcase U. compnsir, a compound as defmed n 
carrier. 

14 A nharmaceutical fontaulation, comprising: 

I^Clf^Xap— — — 

^ ° f S t^ol! t X with a Afferent mechanism of action, such as an 

firt one or more antitnromoouL 

receptor antagonrs, prostacychn mle,,, phosphodresterase rnh.or.or or ADP-receptor 

(P 2 T) antagonist, 

20 ,„ admixture with a pharmaceutic* acceptak adjuvant, diluent o, carrier. 
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15 A kit of parts comprising: 

aaphan.aceuttcaifon.ularioncon.ainingacompoaWFonnalal.ora 

pharmaceutic* accept* saU or soivate .hereof. «W of such a s* ,n 
dmixture wi,h a pharmaceutic* accept adjuvant, Wn' « «»" ^ 
a pharmaceutic, formuiation c„».,n,ng one or more anyone ^ 

,„h.hi,or, synthetase inhrbttor, frbrinogen receptor antagonist, pro\acychn mtnrenc, 



phosphodiesterase 



inhibitor or ADP-receptor (P 2 T) antagonist, 



30 



in admixture with a 



pharmaceutical acceptable adjuvant, diluent or cam* 
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which compound (i) and agent (h) are each provided in a form that is suitable^ 
^ ^ administration in conjunction with the other. 

16 A method for treatment of a patient suffering from, or susceptive*, a condition in 
5 which inhibition of carboxypeptidase U and a different antique mechanism are 
required or desired, which method comprises admmisterir/o the patient a therapeutically 

effective total amount of / 

(0 a compound of Formula I. or a phannaceutical^cceptable sal, or solvate thereof, or a 
sol va,e of such a sal,, in admixture with a/nuaceutically acceptable adjuvant, drluem 
or carrier; in conjunction with 
(B) one or more antithrombotic agent/h a different mechanism of action, such as an 
antipfateiet agent, thromboxan/ceptor inhibitor, synthetase inmbi.or, fibrinogen 
receptor antagonist, prostacyclin mimetic, phosphodiesterase tnhib.tor or ADP-receptor 

(P 2 T) antagonist, 

in admixture with a/rmaceutically acceptable adjuvant, diluent or carrier. 
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,7 A rnethX treatment of a patient suffering from, or susceptible to, a condttion ,n 
which inhibition of carboxypeptidase U and a different antithrombotic mechamsm are 
,.,2d or desired, which method comprises administering to the patient a formulation as 

defined in claim 14. 



